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NEW DRUG APPLICATION

Luxigm™
(betamethasone valerate) Foam 0.12%

16.1 Revised Container and Carton Labels

Triplicate

Connetics Corporation
3400 West Bayshore Road
Palo Alto, CA 84303

(650) 843-2800
Fax: (650)843-2899

-

Date of Submlssion: February 22, 1999



| j DEPAHTNENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

FOOD AND DRUG ADMINISTRATION mvg SD;l:m:ﬁ;VL iobf’og‘og-.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE | APPLICATION NUMBER

{Title 21, Code of Federal Regulations, 314 & 501)

—— Ve

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
Connetics Corporation February 22, 1999
TELEPHONE NO, {inciude Area Code) - : FACSIMILE {FAX) Number (Include Azea Code)
650.843-2800 - " - | 650/843-2889 .
APPLICANT ADDRESS (Number, Sireel. Clly. State, County, and 21P Coda o Mal Corle. AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Stwel
and U.S. Lizense numbor ¥ proviously issuad): Cry. Stats, 2P Coda, 1elaphons & FAX numbei) IF APPLICABLE

3400 West Bayshors Road !
Pak: Alto, CA 94303 ;
]

PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (i previously issued) NDA 20-934

ESTABLISHED NAME (e.g.. Proper name, USP/USAN name) PROPRIETARY NAME (tade name) IF ANY
Betamethasone Valerate, usp. - e b kuxig ]
CHEMICALUBIOCHEM.CAL/BLODD PRODUCT NAME (1 any) CODE NAME (ff any)
8-Fludro-118,17.21-trihydroxy-1 6p-methyipregna-1,4-dlene-3,20-dlone 17-valerate
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Foam 0.12% Topical

(PROPOSED) INDICATION(S) FOR USE:
Relief of inflammatory & pruritic manifestations of corticosteroid-responsive demmatoses of the scalp

APPLICATION INFORMATION

i APPLICATION TYPE
N (check one) X NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED APPLICATION (ANDA. AADA, 21 CFR 314.94)

O BIOLOGIC LICENSE APPLICATION (21 GFR part 601)

s . s 8 i S e u e s

IF AN ND4., IDENITIFY THE APPROPRIATE TYPE 0 505 (b} (1) X 5065 (b) (2) 0 507

JESIE i e+ i

e e i i s i

IF AN ANDIA, OR AADA. IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holdor of Approved Application - -

TYPE OF SUBMISSION

(check one) O omiGiNAL APPLICATION X AMENDMENT TO A PENDING APPLICATION ] kESUGMBS)O.‘J
O PRESUBAISSION 0O aNNUAL REPORT o ESTABUSHIMENT DESCRIPT.ON SUPPLEMENT D surac SUPPLEMEN)
D efricacy SUPPLEMENT ] LABEU&G SUPPLEMENT O cHemigTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0 oTHER
REASON FOR SUBMISSION T
Revised container and carton labels T e e st b L
PROPOSE D MARKETING STATUS (chack one) X PRESCRIPTION PAODUCT (fixy O OVER YHE COUNTER PRODUCT (57C)
NUMBER OF VOLUMES SUBMITTED 1 THISAPPLICATION IS [ PAPER X PAPER ANCELECTHONE [ ELECTRONIC

ESTABLISHMENT INFORMATION

Provide iocutions of all manufacturing. packaging and control sites for drug substance end drug product (continuation shesls may he utad if nocessary). include name,
adirese. contadt, ielaphone number, tegistration number (CFN). DMF numbar. and manufactuning slsps and'or type of testing (6.9 Finai dosage form, Siability testing)
conducted i1 the site.Pioass indicate whather the S0 Is ready for inspuction or, H noy whan & will ba ready.

- — L

Cross Re‘erences (ist related Licenss Applicatians, INDs. NDAG, PMAs, 510(k}y, IDES, BMFs, and DMFs retsrecoed in the current spplicstion)

FOAM FDA 366h (487) - 5




: 650 B43 2899

Sent by: Coﬁnétics Corp. 650 843 2899; 9_2/22/99 5:10PM; Jetfax #733;Page 5/7

This abptication contains the foliowing ilems: (Check ai that apply)
1. index

X 2. Labaling (check one) X Draft Labeling

D Final Fnnted Labeting

o - ey

3. Summary (21 CFR 314.50 {c))
4. Chemistry scchon
A. Chemistry, manufacturing, and controls information (e.g. 21 CFA 314.50 (3) (1), 21 GFR 601.2)
. X ]

B. Samples (21 OFR 314.50 (e) (1), 21 OFR 601.2 (a)} (Submit only upon FOA's request)

L e e b

C. Methods vaiidation package (e.9. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)
5. Nonclinical pharmacology and toxicology section (6.9, 21 OFF 314,60 (d) 2), 21 CFR 801.2)
6. Human pharmacokinatics and bioavailabilty section (8.9, 21 CFR 314.50 (d) (3). 21 OFR 601.2)

R e - e i

7. Clinksal Microbiology (e.g. 21 CFR 314.50 (d) (4))

8. Clinical data section (6.9. 21 CFR 314,50 (d) (5). 21 CFR 601.2)
| 9. Salety update report (e.g. 21 CFR 314.50 @) (5) (vl (5. 21 CFF 601 2)

- ve— L e e i i 4

" 10. Btatistical saction (.9 21 CFR 31”4.50 (d) (6), 21 CFR 601.2)

o o s b s

11, Case report 1abulations (e.g. 21 CFR 314.50 (1} (1), 21 CFR 601.2)

12, Case reports forms (e.g. 21 CFR 314.50 () (2), 21 CFR 601.2)
13 Patent informaton on any patent which ciaims e drug (21 U.S.C. 385 (b) or (c))
14 A patem ';:‘or:mcation with respect 1o any patent which cleins the drug (21 U.8.C. 355 (b) (2) of (i) (2) (AY)

15. Establishment description (21 CFR Part 600, if applicable)

3. Debarment certitication (FD&C Act 306 (kX))

17. Field copy certification (21 CFR 314.5 (k) (3))

13. User Fee Cover Sheot (Form FOA 3357)

12. OTHEK (Spacily)

CERTIFICATION
| agreo 10 update this application wth new safoty information about the product that may reasonably affect the statemont of contraindications. wamings,
precautions. or adverse raactions in the draft labeling. 1 agrea 1o submitt safety update repons as providad for by regulation or as requested by FDA. It thig
apphcation: is. approved, | agres to comply with: all appiicable laws ana régulations that apply 1o  appraved applications, including, bu! not limited to the
following:

1. Good marnufacturing practice reguiations In 2V CFR 210 and 21 i, 806, and/of 820.

2. Biological establishmen! standards in 21 CFR Pan 800

3. Labaling regulations in 21 CFR 201, 606, 610 and/or 809.

4. In the case of a prescription drug or pologic produdt; prescription drug advertising reguiations in 21 CFR 202.

3. Regulations on making changes in application in 21 CFR 314.70, 314.71,314 72, 314.97, 314.69, and 601.12.

6. Regulations on repons in 21 CFR 314.80, 314.81, 600.80 and 600 B1: :

. Local; swsts and Federal environmental impact laws.
f this appli sation applies 10 a drug product that FDA has proposed for scheduling under the Controiled Substances Adt | agroe not 16 market the product untli
the Drug Entorcement Administration makas 1 fina! scheduling decision
The data and infarmation in this submission have been reviewsd and; 1o the best of my knowlsdge are cenifiad 1o be this and accurate.
Warning: a willlully false stalermnent is a cnminal offonse. U.S. Code, titke 18. section 1001

SIGNATUFE OF RESPONSIBLE EA TYPED NAME ANDTITLE T DATE
/7/ Claire J. Lockey
et . Vice President, Regulatory Affairs 2/22/99
ADDRESS (Suést, Cily. Stats af8 ZIF. Core) - S Telwprone Numbar -
3400 \WVest Bayshore Road, Paio Alto, CA 94303 i 650/843-2800

Public reparting burden ror this collection of information is estimated 10 sverage 40 hours per response, inciuding the time for reviewing instructions,
Searching existing data sources, gathenng and maintaining the gata needed, and completing and reviewing the collection of mnformation. Send commaents
regarding this burden estimate or any other a5pBCt of 1his collaction of intormation, InGuaIng suggestions for regucing tis burdon ta:

OHHS| Rerans Clsarancs Officar An‘apency may not conduct or sponsor, and a
aperwork Reduction Project (0810-0338) Person isnot required te respond to, & collection
lubert H. Humphrey Building: Reom 531 “H of inlormation unleas it dispiays a currently valid
-200 Indepe vdence Avenus, S.W. . OMB control number.

Washingtcr, DC 20201
Please DO NOT RETURN this fomm to this address

FORM FDA 356h (4%7)




. ;.,v’.“"""%, A S i S | HFAS‘/O/C,/)%,&D}
_/é DEPARTMENT ormm&msmvmgs B ﬁPubtham: Servics

: Food and Drug Administration =
o " 7. RockvilleMD 20857 .~ -

: NDA20-934 S R

~ Conneucs Coxporauon SRS
Attention: Claire J. Lockey - -
Vice President, Regulatory Affairs
3400 West Bayshore Road
Palo Alto, CA 94303

JAN 12 1998

Dear Ms. Lockey: -

We have received your new drug application (NDA) subrmtted under section 505(b)(2) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Betamethasone Valerate Foam, 0.1%
Therapeutic Classification: Standard
Date of Application: December 16, 1997
Date of Receipt: December 17, 1997
\ °  Our Reference Number: 20-934
Unless we notify you within 60 days of our receipt date that the application is not sufficiently
complete to permit a substantive review, this application will be filed under section 505 ®2)
of the Act on February 14, 1998, in accordance w1th 21 CFR 314.101(a). SN

If you have any questxons, please contact Olga Cmtron ProJcct Manager at (301) 827-2020

Please cite the NDA number hsted above at the t0p Of the ﬁrst page of any commumamons e
concermng thlS apphcatlon i N

- Ma§fean Kozma-Fornaro = e
- Supervisor, Project Management = .
- Division of Dermatologlc and Dental Drug S ey
“ vProducts it ,

;.'Center for:Drug Evaluauon and Research e




NDA 20-934
Page 2.

cc: . : :
Original NDA 20-934
HFD-540/Div. Files .
HFD-540/CSO/0Q.Cintron
HFD-540/MTIJToorpbs
MO/Huene

PHTL/Jacobs

" PH/Alam

CHTL/DeCamp
DISTRICT OFFICE

Drafted by: smc/January 9, 1998/
Final:

ACKNOWLEDGEMENT (AC)




New Drug Application 20-934 Connetics Corporation
Betamethasone Valerate Foam 0.1%

Section [1 61 Debarment Certification
e —— - = e

[16] DEBARMENT CERTIFICATION

In accordance with Section 306(k)(1) of the Food, Drug, and Cosmetic Act,
Connetics Corporation certifies that, with respect to this application, it did not and
will not knowingly use the services of any persons that have been debarred
under the provisions of Section 306(a) or (b) of the Act.

L //%/ dec Y, 7997

Claire J. Lockey Date
Vice President, /

Regulatory Affairs




New Drug Application 20-934 Connetics Corporation
Betamethasone Valerate Foam 0.1%

Section 14 Patent Certification

R i
e ——

[14] PATENT CERTIFICATION

Paragraph Il Certification

Pursuant to 21 USC §355(b)(2)(A)(ii) and 21 CFR §314.53, Connetics certifies to
the best of its knowledge that U.S. Patent No. 3,312,590 which claimed
betamethasone 17-valerate drug substance, drug product and method of use,
owned by Glaxo Laboratories Limited, expired on April 4, 1984.

™ L \Dee. 4, 1957

David A. Lowin, Esg. Dafe
Vice President, intellectual Property
Chief Patent Counsel




Exclusivity Summary Form

EXCLUSIVITY SUMMARY FOR NDA # ‘20 = 23 4 : SUPPL #

Trade Name: -»( &X' Q Generic Name: Ao 74 M eFhismrc B
' VA lescire Lot A/Q

Applicant Name: Jqpnr‘r eches HFD#_ JS¥0 ’

Approval Date If Known:

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, but only for certain supplements.
. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to one or more of the
following question about the submission.

a) Is it an original NDA?

YES/ Ao I/

b) Is it an effectiveness supplement?

YES/_/NO/ 7
If yes, what type? (SEI, SE2, etc.)

¢) Did it require the review of clinical data other than to support a safety claim or change in labeling related
to safety? (If it required review only of bioavailability or bioequivalence data, answer "no.")

YES /v//No I/

If your answer is "no" because you believe the study is a bioavailability study and, therefore, not eligible
for exclusivity, EXPLAIN why it is a bioavailability study, including your reasons for disagreeing with any
arguments made by the applicant that the study was not simply a bioavailability study. o

. . A0 [ - . T e

- LA it
e L-“Vu.t:. ey, “—“.\Q

; ~ea e
If it is a supplement requiring the review of clinical data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical data: w Cx

d) Did the applicant request exclusivity?

YES/__/NO/ ﬁ

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

P

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8.




2. Has a product with the same active ingredient(s), dosage form, strength, route of administration, and
dosing schedule, previously been approved by FDA for the same use? (Rx to OTC switches should be

answered NO - please indicate as such) Diffeysnt olosxce L
S .
YES/__/NO /_lé/

i

If yes, NDA # - Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS ON
PAGE 8.

3. Is this drug product or indication a DEST upgrade?
YES/ _/NO/ vV

ERET

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS ON
PAGE 8 (even if a study was required for the upgrade).

PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES,
(Answer either #1 or #2 as appropriate)
1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same active
moiety as the drug under consideration? Answer "yes" if the active moiety (including other esterified
forms, salts, complexes, chelates or clathrates) has been previously approved, but this particular form of the
active moiety, e.g., this particular ester or salt (including salts with hydrogen or coordination bonding) or
other non-covalent derivative (such as a complex, chelate, or clathrate) has not been approved. Answer
“no" if the compound requires metabolic conversion (other than deesterification of an esterified form of the

YES/AO /

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA #(s).
NDA#

NDA# \
2. Combination product.

If the product contains more than one active moiety(as defined in Part 11, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug product?
If, for example, the combination contains one never-before-approved active moiety and one previously
approved active moiety, answer "yes." (An active moiety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not previously approved.)

YES/__/NO/_/ A

i, &S L

If "yes," identify the approved drug product(s) containing the active moiety,
and, if known, the NDA #(s).

NDA#
NDA#

NDA#




IF THE ANSWER TO QUESTION 1 OR 2 UNDER PARTIIIS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART 1.

PART I THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS.

To qualify for three years of exclusivity, an application or supplement must contain "reports of new clinica]
investigations (other than bioavailability studies) essential to the approval of the application and conducted
or sponsored by the applicant." This section should be completed only if the answer to PART 11, Question

1 or 2 was "yes.

1. Does the application contain reports of clinical investigations?

The Agency interprets "clinjcal investigations" to mean investigations conducted on humans other than
bicavailability studies.) If the application contains clinical investigations only by virtue of a right of
reference to clinical investigations in another application, answer "yes," then skip to question 3(a). If the
answer to 3(a) is "yes" for any investigation referred to in another application, do not complete remainder
of summary for that
investigation.

YES/__iNo/ Xy
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGES. ,—

2. A clinical investigation is "essential to the approval” if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not essential to
the approval if 1) no clinjcal investigation is Decessary to support the supplement or application in light of
previously approved applications (i.e., information other than clinical trials, such as bioavailability data,
would be sufficient to provide a basis for approval as an ANDA or 505(b)(2) application because of what is
already known about a previously approved product), or 2) there are published reports of studies (other
than those conducted or Sponsored by the applicant) or other publicly available data that independently
would have been sufficient to support approval of the application, without reference to the clinical
investigation submitted in the application,

(a) It light of previously approved applications, is a clinica] investigation (either conducted by the
applicant or available from some other source, including the published literature) nhecessary to support
approval of the application or supplement? :

YES/__/NO/ ¢

—— O i

If "no," state the basis for your conclusion that a clinical tria] is
not necessary for approval AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE §:

YES/ __/NO/ /

(1) If the answer to 2(b) is "yes," do You personally know
of any reason to disagree with the applicant's conclusion? If not applicable, answer NO.

YES/__/NO/ ¢

———— I

If yes, explain:

»




(2) If the answer to 2(b) is "no," are You aware of published studies not conducted or sponsored by the
applicant or other publicly available data that could independently demonstrate the safety and effectiveness
of this drug product?

YES/__/NO/ /

If yes, explain:

(c) If the answers to (bX(1) and (b)(2) were both "no," identify the clinical investigations submitted in the
application that are essential to the approval:

Studies comparing two products with the same ingredient(s) are considered to be bioavailability studies for
the purpose of this section,

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency interprets
"new clinical investigqtion" to mean an investigation that 1) has not t?eep relied on by the agency to

previously approved drug product, i.e., does not redemonstrate something the agency considers to have
been demonstrated in an already approved application.

a) For each investigation identified as “essential to the approval,” has the investigation been relied on by
the agency to demonstrate the effectiveness of a previously approved drug product? (If the investigation
was relied on only to support the safety of a previously approved drug, answer "no.")

Investigation #1 YES/  / NO/ -/

e T i

Investigation #2 YES/  / NO/ 4

——— T

If you have answered "yes" for one or more investigations, identify
each such investigation and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation duplicate the
results of another investigation that was relied on by the agency to support the effectiveness of a previously
approved drug product?

Investigation #1 YES / /NO/ _/

Investigation #2 YES/  /NO/ /

— i

If you have answered "yes" for one or more investigation, identify
the NDA in which a similar investigation was relied on:

¢) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application or supplement
that is essential to the approval (i.e., the investigations listed in #2(c), less any that are not "new"):




4. To be eligible for exclusivity, a new investigation that is essential to approval must also have been
conducted or sponsored by the applicant. An investigation was "conducted or sponsored by" the applicant
if, before or during the conduct of the investigation, 1) the applicant was the sponsor of the IND named in
the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor in interest) provided
substantial support for the study. Ordinarily, substantial support will mean providing 50 percent or more of
the cost of the study. ‘

a) For each investigation identified in response to question 3(c): if the investigation was carried out under
an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1
IND # YES/__/NO/ / Explain:

v N

Investigation #2
IND # YES/__ /NO/ / Explain:

[OCE

(b) For each investigation not carried out under an IND or for which the applicant was not identified as the
sponsor, did the applicant certify that it or the applicant's predecessor in interest provided substantia)
support for the study?

Investigation #1
YES/__/Explain NO/__ /Explain

—

Investigation #2
YES/_ /Explain NO/__/Explain

——

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to beljeve that the applicant
should not be credited with having "conducted or sponsored" the study? (Purchased studies may not be
used as the basis for exclusivity. However, if all rights to the drug are purchased (not just studies on the
drug), the applicant may be considered to have sponsored or conducted the studjes sponsored or conducted
by its predecessor in interest.)

YES/__/NO/ /

i 5N ]

If yes, explain:




/S/ . V,ufuzf 97:¢My«,,~ 253 )97,

Signatuﬂe:Date:Title:

Signature of Office/Division Director / S / e 7—/’18{ M7

Signature:Date: l

cc: Original NDA Division File HFD-93 Mary Ann Holovac




